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DETAILED ACTION 

This office action is a response to Applicant's amendment submitted April 28, 
2008, wherein claims 1 , 4-6, and 9-1 1 are amended and new claims 12-15 are added. 

In view of Applicant's amendment submitted April 28, 2008, the rejection of 
claims 1, 4-6, 9, 10 and 11 under 35 USC 112, second paragraph, is withdrawn. 

The following rejection is maintained and modified for relevancy to the currently 
amended claim set: 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-6, 9-11, and 12-15 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Blumbergs et al. (WO 92/00312, January 9, 1992, PTO-1449 
submitted April 14, 2006). 

Blumbergs et al. teach a process for the preparation of fludarabine phosphate. 
Fludarabine was dried to give essentially anhydrous material. Phosphorous oxychloride 
(523 mmol) was added to cold (0°C) trimethylphosphate (1 L) and the solution was kept 
for 1 hour. Dried fludarabine was added with stirring to that solution. After stirring for a 
number of hours at 0°C, 8 L of methylene chloride was added to the solution. The 
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methylene chloride was removed by decantation to leave a residual gummy mass. 
Fludarabine phosphate was obtained from the gummy mass after purification, [page 3, 
line 20 - page 4, line 16] The appearance of a gummy mass in the methylene chloride 
solution is considered to be a precipitation. Trimethyl phosphate is preferred but tri- 
lower alkyi phosphate where the alkyi groups are 1 to 2 carbon atoms can also be used 
[page 3, lines 3-5]. 

Blumbergs et al. also teach that, if the starting material nucleoside is not 
anhydrous, the yields are low due to a side reaction. Blumbergs et al. do not state what 
the low yield was, but do note that 76% is markedly improved [page 3, lines 20-35]. 

Blumbergs et al. do not teach the reaction at a temperature less than -5°C or 
-10°C, and suggest the use of anhydrous materials. Blumbergs et al. also do not teach 
the claimed molar amounts of trialkyi phosphate or solvent. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to carry out the reaction of Blumbergs et al. at temperatures less 
than -5°C or-10°C, and to use air-dried starting materials. Blumbergs teaches that the 
reaction does proceed using materials which are not anhydrous, although in lower 
yields due to side reactions. The skilled artisan would recognize that lowering the 
reaction temperature would decrease the likelihood of side reactions, and would also 
realize that lower temperatures would facilitate the precipitation of the product. Thus, 
the skilled artisan would have expected the reaction to proceed. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to adjust the amounts of trialkyi phosphate used and solvent used 
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by Blumbergs et al. The skilled artisan would have been motivated to reduce the 
amounts of solvent and trialkyi phosphate used because the reaction involves a 
precipitation, and the skilled artisan would realize that large amounts of solvent and/or 
excess reagent would impede precipitation. It is well-established that merely selecting 
proportions and ranges is not patentable absent a showing of criticality. In re Becket . 
33 USPQ 33 (CCPA 1937). In re Russell . 439 F.2d 1228, 169 USPQ 426 (CCPA 
1971). 

Response to Arguments 

Applicant argues that Blumbergs et al. do not teach or suggest using non- 
anhydrous fludarabine and that, using the claimed process, fludarabine phosphate can 
be obtained from fludarabine material that is not anhydrous. However, Blumbergs et al. 
do teach that the reaction does proceed using fludarabine that is not anhydrous, albeit 
in lower yields than the anhydrous process (76%). According to the specification, 
Applicants' process results in 40% yield, which is also substantially lower than 
Blumbergs' yield. Thus, Applicant's argument is not persuasive. 

Claims 7 and 8 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Blumbergs et al. (WO 92/00312, January 9, 1992, PTO-1449 submitted April 14, 2006) 
in view of Wikipedia (Solvent). 

Blumbergs et al. teach as set forth above. 

Blumbergs et al. do not teach the use of hydrocarbon solvents or toluene. 
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Wikipedia teaches that dichloromethane and hydrocarbon solvents such as 
hexane, benzene, and toluene are all nonpolar solvents. 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to utilize hydrocarbon solvents such as toluene instead of 
dichloromethane In the method taught by Blumberg et al. These are all nonpolar 
solvents and the skilled artisan would understand that they could be used 
interchangeably. 

Conclusion 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 
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Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to LAYLA BLAND whose telephone number is (571)272- 
9572. The examiner can normally be reached on Tuesday - Friday, 8:00-5:00. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Anna Jiang can be reached on (571 ) 272-0627. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status Information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Shaojia Anna Jiang, Ph.D./ /Layla Bland/ 

Supervisory Patent Examiner, Art Unit 1623 Examiner, Art Unit 1623 



